(i9) tt*fiinRr*ttm 

(43) gRg&NB 
2002 ^7 ^ 18 B (18.07.2002) 




PCT 



WO 02/055090 Al 



(51) mmftfiftm A61K 31/765, A61P 

31/04, 1/00, A23L 1/30 // C08G 63/06 



(21) SJgffi^S^: 



PCT/JP02/00078 



(74) ftSA: ^ftjEfcE. ^(IMAMURAJVlasazumietal.); 

t 1 04-003 1 semis £*g-T§ smm^m 

B5it*;U8ETokyo(JP). 



(22) 
(25) 



SlgfcfeJMB: 



(26) BBftHOSB: 



(30) 



(71) 



&®2001-004822 



AlOBnOOlW) (81) *^H(H«;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
" - ' " BG,BR,BY,BZ,CA,CH,CN,CO,CR,CU,CZ,DE,DK, 
Q £g DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 

ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
H *|§ LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, 

NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, 
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, 
ZM, ZW. 



2001 fll2 B (12.01.2001) JP 



(72) 
(75) 



(AMATO PHARMACELTTICAL PROD- 
UCTS,LTD.) [JP/JP]; T 620-0932 JilgBft JI&llU rfi 
ffiT 9 9 5 Kyoto (JP). mS^WSm»S^?± (TOKAI 
EDUCATION INSTRUMENTS CO„LTD.) [JP/JP]; f 
259-1 143 tt£ Jlim TP TttM 1 6 4 Kanagawa 

(JP). 

*^#/aiHA C*Hl30L\T©^y: »± IE*£(MU- 
RAKAMI,Masahiro) [JP/JP]; T 547-0026 *B5JS *BE 
rfr 7-6 Osaka (JP). EBJR lES 

(TAZUME,Seiki) [JP/JP]; T259-1143 ttHJllJ 
TP TS1 17-2 Kanagawa (JP). 



(84) ft£B ffi^;: ARIPO ftl* (GH, GM, KE, LS, MW, 
MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 7 vT4#^F 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), B-ny/tft 
» (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE, TR), OAPI ft it (BF, BJ, CF, CG, 
CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG). 



(54) Title: PREVENTIVES FOR MICROBIAL INFECTIONS 
(54) XHG)€ft: S^^^^K®^ 

(57) Abstract: It is intended to provide novel preventives for microbial infections which can be used in preventing infections with, 
for example, enteropathogenic Escherichia coli such as 0157 and Helicobacter pylori. Preventives for microbial infections which 
contain a cyclic and/or chain-form polylactic acid mixture having a degree of condensation of 3 to 20. 

(57) 



© 

© 
o 



WO 02/055090 



PCT/JP02/00078 



(methicillin-resistant Staphylococcus aureus : l/M&M&Zf K £ 

5o 



1 



WO 02/055090 PCT/JP02/00078 

itL*"C©W5(BR: J: 9 s 3-20 oa^tf/XBfc«fc©# !> L -Mfc 

ifr£*bH^ SaB^KaBRl^LT^-T?fc5it^**$ixW5 (#§§¥9-2 
2 7 3 8 8-&&M»XTffito¥-l 0-1 3 0 1 5 3^«). L^L^^^ N ^ 

mo-i 5 7\zm-%mPkV5ffl%)%z. ^m^tto-i 5 7^i)^4#$ 

fcO - 1 5 7 Ottftftlffil £^1- - £ #4*193 UfCo 

^X^^!)n/^^-- fcTciJJ OL pylori) £ 

^fco^TSll^-rs:: iWoT, H. pylori fc^f-Slt^* 3 ~ 2 0 ©^S. 
tiMli, H. pylori fc^SrtSfe^&Jft&^^i^WELfc. 
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0£ L < tt, 3-20 ©Sft&tf/Xtefl^tf y ftl&i&g'&H:, ?LI£ 

«T^#£2WB;&9A* ovh^77^H:#U pH2~3©2 5~5 OfiS% 
©T-fe: h= h VA^&fa&S&k* pH2~3©9 0li%JJ(±©7t h=hU 

o fc 26 o^ D B p $ ^ 5 o 
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m i 14, w&m i -c#e>tifc# v %m&&®i<onx'<? h^^-t. 

0214, O-l 5 7 ^©4#$U:S^tC P L©M^t^7 7t 
B3H:; O-l 5 7 m$k^ t }*<Dm& t P?>£MmzRV£1rci> L©2&*fc^i- 

lt5H.pylori©^«*©a!lJ©IS*S:35R-t-^7 7-Cfc5, (n = 5) 

«:*U Il^ttCPL* (n=6) 

0 514, »5fi«2"C#fcferi&|fcfl[>positive*-- KFABMS^ b>P©£tt 
iH&^-fo Range: m /z 10. 0000~1305. 5900 

06f4, fi^fll 2 T#fc£$&©negative*— FFABMS^ h/V©:£# 
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0 711:, gGitfiJ 2 ©negatived— KFABMS^ h^©S^ 
0£^1~ o Range: m / z 10. 0000~501. 9260 

1118 ft, J&g0d 2 ^fc£j**©negative*— KFABMS^ h/V<Djfcfc; 
HSr^i - . Range: m/z 490. 2980~1003. 7700 

m 9 ft, SBifll 2 ^#fc£j£$J©negative^-— KFABMS^h /V©fe*: 
Sltr^i"o Range: m/z 999. 9500~1504. 3400 

01014, 2 T-#fc£^©negative^~ KFABMS^ h/^©fe 

^SlSr^-f'o Range: m/z 1484. 5300~2000. 0000 

SI 1(4, J4ft#j2T^fc£fifc4&©NMR*'<* hfr<D±fcm%^-f 0 

mi 214, O-l 5 9^©4#*HRtftC P LOSIll**t^7 7 

01 3 f4, O-l 5 7J«^!7*©^*©£tt*fc£^CPL©3»*?:* 
t^77tfe5„ 
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*wR<o&&mmkW&m\\ts iMt& 3-20 <Dm£Rxf/x\tm®;<otf y ?l 

»£»*:L-CttAflc«)fcH\ *S§« (O- 15 7H£r^tp) N fl§ifc® N :7K* 

'&fHf1-5EfcfcJBv>5 5. £©*5ft£*!i:U-ttt % fcJMft.ifo 

fc,fcS«fefofo fcroyaficj:5ff*aF^w^ftifas^itf £>*l 

IP*>, 4&H®tt&4ta^B&*P£9tt. ' 0?b«lfe©JIRH^ft«3:Va y i/T • 

= y (Escherichia coli) N xyrna^^^ • 7i^-!J7 (Enterococcus 
faecalis ) ^<£>}5d\ — (Pseudomonos ) JSH S ^Jltt^ja® 

^©fSOMS-T'fcSiM'**? (Salmonella) W<oBW<oiSSk&9tfgMrzz.k 
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S^T^^mjfiL'fi^® (EHEC) O- 1 5 7 : H7^^^S3§£;6S#3§ 
Ltd 9 9 6#»fo *H&£©#«fcf;^>L"tV5as % tfc^ttft&iLTtt 



Helicobacter pylori telifc 5 "tfc, ff * +-3fB§tt^© 

OB85tttfcit»$^rV>5 e ^Bjom^««»J«, Helicobacter pylori 

So 



IvfV^. E HE C 1ST 7 y # 5; Ky f , A'0»*Ma**©^n3lBJBlc^lwa* 
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&&&&$t1r (Wb, n = 3~2 0) e 




(1 ) 



+D-%mmmo xioo] m^7 o°m±, #£l< «s o%^± N 

i "9 L < tt 8 5 %»_h % §5,1^1 L < 9 0 L < tt 9 5 % 

3~2o vmiKRv/xKfflfcQtf v %mm^no<o9m^tt. mzm 

feZtlZhWfciZ^tf, Motifs #§§¥9-2 2 7 3 8 8-JN*SU 0 
- 1 3 0 1 5 3f&i v ^fc«#M2pi 1-3 9 8 9 4 (£ftfcb#flF 
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if ^tf fetish £*#*&/Bv>5©iW*Ll\ 
JK*|&frSlStt. tff~lmmHgg|©iffT, 110-210 $f^L 

< ft i 3 0~i 9 o^oiB^-cfrfctfLsa*. aWflSWff^it^aPtttWlcJio 
Tfr$«>iW*fciJ*Lv\ »8WWtt3i4Syfe"et538 s x ^J^rfi~2 0^s 

SSrE£UTaSSrft5. »BIWIrtJEfcJBV^#e'Wu 5 0m 

1 4 5°C^>1 5 5^1 8 "S'CfcJMBi-Sr.fcflS-CtS. 2IB£K:W; % £.ftb«r» 
fr&&£Xs 14 5 °CX^BX 3 BftRK 14 5tfl5 0 mmH gX'3 

1 5 5tf3mmHgf3HF^t"Cl 8 5*Ct? 3 mmH g T? 1 . 5^ 

* * / -t© Bio 31^ / — /u fc 7 * / -/KDJt^ftiili^i- 

* J —fr : *9J—A'=1 : 9Xh% 0 ft*5 s ££iS^ 

— N t&tt? ^7^'>7> (ODS) *7A^:fflV^c^n-^ b^y^^— (C# 
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U ffpH2~3©25~5 0MWto7±h-hVA>rt^-1$MktZW& 
Zmiz U P H2~3©90 li%£l±07t h-hV /V**^ 0* L 

ttfrA 3-2 oomftRV/xKmftotf y e>*us. 

■J-S'fcfcOHIfti: UTtt % #J;tJ^ 1-2 6 5 7 1 5-£-W*»#fcfE«& 

thtcJjW; CfcifcB £fcfi#Jg¥l 1-2 6 5 7 3 2^SBS^|5«^tL 

*Wt^T§l^lfci9*M*l*-©BI*ibT^«>"5.). ^T, 2f&B*3iT^i£C 
^B : 

7^f K^RYLi (5£*s RttJUJteSeSXtt^^^Sr^U 
V<?V±K&m (RYL'i) ©«ffl«l«frtt; 9^ ; Kl*^afc9, 

1 — o. i^e/K £?£L<teo. 2~o. 3-=E-/K^f!l-8'-e^>5o K&t&^fi-i 

0 0 -Ot:. — 5 OttfeS. RJfcttU - 7 8 5 0T3£> 
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/K^y^^^-fb^ (ROLi) (^, R]tm^i^3<or;v^m) ^m 

8 0-8 5M:%) -dS#e>tb<5o V ^ P k VX X 

: . 

n ©^fete, ( i ) 3 5 0-4 0 0 mmH g ©JE^7^#T» 120-14 

TKil!lfe*co^MliiB§s*i-5JlllJP*liXSx 

( i i l jpJftxaHT^^bS^** 15 0-ie or^mg^nfiU 

gtKJSff££l$flE5££0. 5~lmmHg/^T'l 5~2 OmmHg^T'ST^ 

U WtfcJfc&tlft 15-20 mmH g KlfcTSL £J&?& 
11 5 0-1 6 0°C^*5V^$e>^^^»bT^fim^y 

(i ii)^2jD|iI^7^ 0. l-3mmHg«»15 0~l 

?>^3^PfiXS N 
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^j± N £?3;L< ft3 0 0-5 0 OmmHg, £9£?3;L< ft 3 5 0-4 0 Omm 
Hgt#«fU i©jE^#Tf-*5V>T, 100~140°C, #J;L<ftl3o' 

%M<D 3-23 ^©iK2Mt^Sr^^ii-5^^Mb#4C5. 

Hfcffl^x £?£L< ft 145-180^ £ 9 L < 1 5 0 ~ 1 6 or©?S 
^CiDltS £ i 1 0 - 5 0 mmH g % ff$L<tt'l5-2 0 

mmH g <D]tt\Z#TttX£bK.Bbtt&BU&&m*r1-&. 

*Srl6IBI5H©JE*^*T?»T$*S3$« (l$JE5££) ft, ?*^K©Sffl&IS 
38 U J.oRJ&2Ms£i**3fcat>fc:WU 0. 2 5-5mnHg/^ StUfi 
0. 5 — lmmHg/^Oill^fSr fcj&SjIf&tti&KTfcSo -fUBlSHJ: 
0- <£v ^ fcJE5££-e ft, ogf £ "C fcff $ * 5 © fc&g ft ftflfl < ft 5 a?) 

fcg*i"5 i o L< ftv\ 

w ©m^o^qfi^rafts 3-12 B$Wk 2? £ L < ft 5 - 6 BJfflVfc 3. 
BulEfg 2 Jn«HS-C©»Sfc-J: 9 , 3 - 3 0 N # £ L < ft 3 - 2 

l^ft,a«, 7 0-8 0lf°/oSft^5„ 

Hi2iP|I||Tt, mzMWOMfc&V^X, fcJ&mtl&O. 2 5- 5m 
mHg, £?£L< ftO. 1 4 5-1 8 0^ &tL< 

ft i5o~i6o xxommx £ bicsiS*«iatti--5 0 s^^ft 3-12 &m % 
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fufSm 3 iqfDjg-eog&K: i 5 x 3-3 0, ^U<li3~23 

T% ^oS^t!) =f-T— ©#J^9 Olt%^ »*L<»9 9fi*%ELL© 

yt$L mnffls tmMs s^bsl k»$u f-^r-fA^tt 

tsrait. jBftrt&it, xf4#«rta»*.i?)^ ^n^ M, m 

y^y =-/u*^©^y =— /HS, ^-y-y?a s *sjftJk£©»3U-p 
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mk mm, x^mm^^<ommm<om^\c^ :?k*» n m 
/saaWKwu ^D^g, « s 7^-1, vsuftk mm, mmm. m 

i8flfc#©#ik MXttttS'j* ifoM^ if Sr£1>«* ©HBt£«fc 

OOmg/kg, »tl<ltlO~2 0 0 0mg/kg > J: 9 j?*L< ft 1- 0~ 
2 0 0mg/kgt$)5 o ±Et4i©Si^-0 l~4[E]S^^^Tg#1- 
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y-A % 3kn<gs©}&is8u ^ (>^-*, =-t~ N ==7fm)> 

5-— $«jfcJS**fc]l:&fi3\ ^3JO^ifeK:J:5 3fM©^tlR:inx 

J* LTfS, 3-20 ©JtJRRtf/X»«tt©# y 5 
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mw. y?9 % yRtf/x\t $ *7Am% z *^#> zzt s e 

f*0.. 1~2 0JI1:%> «fc9#£L<ftO. l~10li%tlT'fc5. 

l-£*fcO. 1 gi^io ggia^tKliO. 5 g ^b3 gm^-efe5o 
ft**. *ffiJP^»i-5^*©Mfe*SB*1*flFtiJ«Tfc5#i(2 0 0 1 

-4 8 2 2 *<Dmm*wt3&<Dft&tti±x* ^mmm<om^<o-nh vx*mm 

i£3t#ij 1 : *° y 9tflfej»fr4fe (^Ts CPLi ©Mat 

% ©) 5 0 0ml ZMltZo mm$* 3 0 0ml /i^<D^XBLXmW^<J 

1 4 5*C-e 3 B^FMSfcLfco Mi- 15 0 mmH g fcHtffiLTIRHiJtT? 3 «^ 
LfcfL 3 mmH g <DUJ±T 15 5tT*3 B^ffi, ifl^ 3 mmH g ©SffiT 1 8 
5 °C-e 1 . 5 B^IJffc U aS^4fe"Cfc 5 # y ?LS££#fc 0 

#e>*tfc#y?MIW:l o otl^^, ^/-/w 0 0ml KLtit^XtfS — 
;VA 0 Om 1 %^tl^tlto7Ltc'&imLtl 0 Ztl&t? 7-/1-5 0 0ml 

= h y /W^HU 2 0 0ml (mm t bfe 0 
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Z.<Dm*. .^»¥ffi^bfc'5S!ffiODS*7A (TSK ge 1 ODS— 8 OTM) 
0. 0 1Mt«m3 0l 5 0%j8mOO%Tt^h3/Kp 
H2. 0) Wy^-fXlOfiiU 7tf=bP/HOO%«i«^5 
*9Mfc »fr*3~2 0) i *r#fc. fcfeVi/fc.WtoK**'** M^HlK:* 

HWB«H:5-1251fl>0«l*BALB/c*^^^ (B.**VT) Sr/flVViS:. 
C P LUte 1 %<z>C P L (M&M 1 T?K36Ufct>0) SrJftA$*fc*M^ft-(C 

e-2) zbhfrzibmEmiam (mu lo^mi) u * 
fete *^-»JWra*w«aMi (a^>eo) LfcWPW 
is (ce-2) «wr*ai*kkt>fca*»ut**fc. wwcfflvVfcr^toT 

' EHEC (8. 5XlO 6 cfuA^) ftCP'L^^t3 0ltW/ 

bs) ^Dtt*^mxu »a*R*m\ k«**i*o. imim 

*?3*J& (De f c o, USA) itd^LT****:***. 

CPL«*«M8J:W»WR:S3rt543B«U(l 2 fc**. 

EHEC 3 0FACP L WWfi^^^^tll EH 
ECS4*6 0BJ:95EtU l 1 0 B©£#*«5 0%T?*>ofc. 3 0 g i 9 
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5E£U ±ftm&l 1 B S 3 0 %1? JbofcC P L*jW*0^^ fcttiftL 
(2) Ste4»©&£ifc 

PLfiAWSPS^tltr^Ufc^^^ttEHECOI^lcSU-Tr^uttSr^i-C. 
2%©CPL&»A$*fc«3p@^'flF (CE-2) fc fc fcfcg 

*fc#fl5«tta*tt»ra (=^H6o) htzm&mi&u (ce-2) 

Sr^TK^lTKt fcfeKgftSB&^-^fc,, H.pylori(l . 5~3. 0X10 6 cfu 
/mou s e)£Wy^7*£$V^T3 H N51ftfcgn&£&. £?^A£itfc C P 

H. pylori«* X ^ (O ff ft £ OH-nm* 5 
C P Lft#»*J:tf»TO©H (lul^S) .fcJ:^+-^m c f I ^^4t5E pylori 
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(i o 2 c f u) isirH-— (i o 2 c f u) ^(Dtmrn-z, #JW©ttrl! (i 

0 3 c f u) N Wn (1 0 4 c f u) *5J:tf+— »» (1 0 4 c f u) *0£M* 
H. pylori ©JtJgj^ffilfBI £ C P L ©S#f31 i 9 H. pylori^^^X^ S - 
SB&ftl 2 : fL^y =?V-a-&« (^T, X 0 3 t h$Ft&) ©»36 



HN(/-Pr) 2 



CH 3 CH 2 CH2CH 2 U 



UN(/-Pr) 2 + CH 3 CH2CH 2 CH3 



4 eq 



1 eq LDA 



THF. 0°C. 15 oin 




OH 




fiSt#H^~f% Ot-e^yyotWT^^O. 101 g (lmmdl) ©5 
m L THF»n-^!Jf^ (1. 6M^tV»S0 0. 6 3mL 
(lmmol) 10£IW»#U UW^yynW^K (LD 

A) i: Ufc^, L- (-) 5 7 7 g (4 mm o 1) ©4mL T 

=• * i,7k^ 2 0mL»i, ©Slr^IU 111*1 O.mL&Jnfcfc. TH 
F (5 0mL) ^5iaftttJU ^PM&&&M*IW" ^ 2> ^AT?R»Lfc a gSTk^E 
Sfc-t" b !> * ^ Sr«ai bfcSL *ft?8#E£iftE«SI U 0 . 5 3 g <£r#fc 0 
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»Al 2 5~1 2 9t:©e-fe@{*:4jSfe<feO. 3 9 g £#fc e 

fcFABMS MMRt- * "b , f» 3 P> 2 1 iffccOSft 

1§ c? 3n>ftL 0 



liStlli 5 ~ 6 If ©jllB A L B / c (B^V7) £fflV^c 0 

CPLSttO. 1%OX0 3 (Mit^J2T^3tbfc%<D) SrfiA$*feig2P®^ 
& (CE-2+X0 3) £fe^Cfcif5jEiM£s (12 1°C. 10^) L, 

mr*?!** k^fcisspR**^ nmm-amwmm 6 o) 

'Lfc«3p@^£? (CE-2) ^«7fc5l7Kii^^SSSm$^ 0 Hgfcfcjfiv 

7h1"-<TC0-7 ? * ft If- . X-f y 9 -rtt^ffl^ *Lfc 0 

EHEC (5. 0X10 6 cfu/v^) fc£C P Lg-^§fi^# 7 0 g Rlffy* 

«rstin«»:fmsrjK8t. »k ^©ioM©y«tt (p 

B S) IrllOtT^^^Xl, 1ml £M*5agffi (D e f c o, 

usa) ±\zm&LTm&%:*%itt 0 

(1) 4#*W5CPL©il . 

CP L^f it;W!:^it-54W o^^rSl 2\Z7jk-f- 0 

1 5 0M©«^|IDR:*tt5EHECI«ft^^©4#*»4>a-M»2 0% (2/ 
10), CPLS4^8 8. 9% (2/18) "efcofc. . 
(2) 



^ 
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i . 3~2o <Dm®c&/x.\tmR<otf y %mm^m^^^.mm^ 

Mxh 5 . ' if ^ i xri 2 fciBi^#£4&J8&B#IP3flo 

5 . m^issfegof&aewsfctt^gsjira t ltws, if** i^&4ofiF 

6. *yA»^fcfett«S«^T*>«?L»^lt5t»fcL-fL»^J*5v If 
*S 1 > 6> 5 ©firttd* 1 *KlE«©^£Mlfe^P#Jo 

7 . 3 ~ 2 o ©HHfcXr5/Xtt*«© # y fL^I-SW, SL»&*iSH£ 

igfg* 7 3.^13-7 h^77-f-C#U pH2~3£>2 5~5 0ii%©7t h 

= b v^m^x^m^, pH2~3©9o ii%^±©7t h = h v 
xtmistcm&xh^mjm i a>b 6 ©rana* i *fcfs«©i»£4&j82feB^j&io 

8. ifcK«^S:**^#HftTs Ji:»W«ERt5#tatcJ:0ff^ if** 7 

i o . if #3g i d»e> 9 ©^^^iam©m^^^»J^tf> 
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